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Down males 48 Down females 27 1d.prec.pub.mles I1 1d.prec.pub.females 27 CAH u n t r e a t e d females 1 0 H e r i t a b i l i t y of s t a t u r e was s l i g h t l y higher i n males than i n females and t h e findings i n p a t i e n t s with sex chromosome d i s o r d e r s were very s i m i l a r . The genetic p a t t e r n was l a r g e l y l o s t i n Down syndrome which i m p l i c a t e s the autosomes i n the determination of normal a d u l t s t a t u r e .
The findings i n i d i o p a t h i c precocious puberty and CAH i n d i c a t e a l o s s of g e n e t i c determination except i n g i r l s with i d i o p a t h i c precocious puberty.
This may be a r e f l e c t i o n of t h e f a c t t h a t i d i o p a t h i c precocious puberty i n boys and CAH a r e pathological c p d i t i o n s ; most g i r l s with precocious puberty a r e extreme v a r i a n t o normal c l i n i c i i and b i o l o g i c a l f;atures althokgh-the h e p a t i c content of glucose 6 p h o p m C a s e is normal i n P.type I G. Recently Hers e t a 1 showed t h a t i n t h i s l a t t e r a f f e c t i o n a shortening of t h e h a l f l i f e of glucose and an increase in t h e r e c y c l i n g of glucose were pres e n t (~iochem. Soc. Trans. 1975 p. 1051 . Venous blood glucose, l a c t a t e , NEFk, pH, and plasma i n s u l i n l e v e l s were s t u d i e d on sever a l occasions before, 1, 2, 3, and 4 h a f t e r f e e d i n g i n one case of type I G and one c a s e of pseudo type I G, on b a s a l conditions and a f t e r prolonged glucagon administration (1 t o 2 mgIM every 8h. f o r s e v e r a l days t o months). Both cases were severe forms with a f a s t i n g t o l e r a n c e n e t exceeding 4 h. On b a s a l condition t h e biolog i c a l d a t a were s i m i l a r i n both p a t i e n t s with low i n s u l i n l e v e l s ( < 7 , 5 t o 40 p/ml). Glucagon d i d not induce any s i g n i f i c a n t changes i n t y p e I G and i n s u l i n l e v e l s were not modified ( < 7 , 5 t o 48 p / m l ) . By c o n t r a s t glucagon induced important i n c r e a s e s in plasma i n s u l i n i n P.type I G with post-feeding v a l u e s ) 2 0 0 )lu/ml reaching on s e v e r a l occasions values > 1 000 tm/ml; p a r a l l e l blood glucose l e v e l s v a r i e d from low t o high normal (20 t o 145 mg/lOhl) This hyperinsulinism was s t i l l present (120 t o 335 p / m l ) 2 months a f t e r d i s c o n t i n u a t i o n of 6 months glucagon injections. This find i n g suggest t h a t i n s p i t e of normal b a s a l i n s u l i n l e v e l s , an abnormal i n~u l i n /~l u c a~o n s e c r e t i o n r a t i o i s present i n P.t@eI G whiah'may be involved i n t h e abnormal glucose k i n e t i c s .
O L J.C. JOB. ~0 s~; S t -V i n c e n t d e P a u l , P a r i s ,
59
Since 1959, 657 g i r l s have been seen because of F r a n c e . E f f e c t o f f a s t i n n o r m a l c h i l d r e n : I n f l u e n c e t a l l s t a t u r e . 213 have received oestrogen therapy t o c o n t r o l growth r a t e . I n December 1975 l e t t e r s were s e n t t o 79 g i r l s whose treatment had been completed f o r a t l e a s t 2 years, inquiring r e m a r i t a l s t a t u s , contraceptive measures, and any problems s i n c e oestrogen therapy. I n 56 r e p l i e s received, 34 a r e married. 13 were married i n 1971 o r e a r l i e r , and of t h e s e 9 have c h i l d r e n , 2 have used contraceptive measures continuously, 1 i s separated, and t h e husband of 1 has oligospermia. 21 were married i n 1972 o r l a t e r , and of t h e s e 2 have had c h i l d r e n and 1 i s pregnant. 29 of t h e 34 married have used contraceptive measures; 4 of t h e remaining 5 have had c h i l d r e n , and 1 i s married only 8 months.
There i s no evidence of i n f e r t i l i t y a s a r e s u l t of treatment. The mean h e i g h t of t h e t r e a t e d g i r l s i s 176.5 cm; t h e mean height of t h e i r husbands i s 181.0 cm. 5 of 34 g i r l s married men s h o r t e r than themselves. 22 were not married; 12 admit using c o n t r a c e p t i v e measures, 10 d i d not answer t h e auestion.
Problems mentioned were acne (2) , oligomenorrhoea (2) , l a s m a a l a n i n e l la) a n d f r e e f a t t y a c i d s (FFA) m e a s u r e m e n t . The mean BG value a f t e r f a s t w a s 52 f. 1 6 mg % i n c h i l d r e n a g e d less than 1 0 y e a r s , a n d 6 2 2 7 mg % i n c h i l d r e n m o r e t h a n 1 0 y e a r s .
I n d i v i d u a l values i n e a c h g r o u p w e r e d i s t r i b u t e d a c c o r d i n g t o a G a u s s i a n c u r v e . T h e d i f f e r e n c e b e t w e e n t h e 2 g r o u p s w a s h i g h l y s i g n i f i c a n t ( p < 0 . 0 0 1 ) . F a s t i n g v a l u e s o f
A l a r a n g e d f r o m 11 t o 3 4 % a n d w e r e h i g h l y signific a n t l y c o r r e l a t e d w i t h a g e ( r = 0 . 7 2 , p (0.001 ). FFA v a l u e s r a n g e d f r o m 0 . 5 t o 8 mEq/l a n d w e r e n e g a t i v e l y c o r r e l a t e d w i t h a g e ( r = 0 . 5 9 , p < 0 . 0 1 ) . T h e s e d a t a d e m o n s t r e t e t h a t t h e c a r b o h y d r a t e r e g u l a t i o n d u r i n g f a s t i m p r o v e s w i t h a g e i n n o r m a l c h i l d r e n , c o r r e l a t i n g w i t h a h i g h e r d e g r e e o f p r o t e i c n e o g l y c o g e n e s i s a n d a l o w e r r a t e of l i p o l y s i s . T h i s a g e d e p e n d e n t i m p r o v e m e n t o f p r o t e i c n e o g l y c o g e n e s i s i s t o be r e l a t e d t o t h e f a c t t h a t i n c h i l d r e n t h e a c c e s s e s o f k e t o t i c h y p og l y c e m i a d i s a p p e a r s p o n t a n e o u s l y w i t h a g e . 
Persistent hereditary neonatal hypoglycaemia caused by
Mechanism o f f r u c t o s e -i n d u c e d h y p e r u r i c e a i a . ghcag0n deficiency.
To i n v e s t i g a t e t h e m e c h a n i s m w h e r e b y f r u c t o s e p r o v o -
A Pakistanian boy with a family history of infant deaths k e s a l o s s o f t o t a l a d e n i n e n u c l e o t i d e s , t h e k i n e t i c s from hypoglycaemia, was transferred to our clinic short- neogenesis from '4c-alanine was severely impaired, and c o n c e n t r a t i o n s o f i t s s u b s t r a t e (0.2mM) a n d e f f e c t o r s despite severe hypoglycaemia, glucagon values were at ( 3 m~ f o r A T P . 0.5mM f o r G T P , 5mM f o r P i ) . ATP 3mM i nthe lower detection limit of our assay. Stimulation wit?
c r e a s e d t h e enzyme a c t i v i t y 2 0 0 -f o l d d u e t o a c h a n g e o f B L & e i.7. resulged i n no rise. Therapy was started 1 0 s e c . a f t e r t h e a d m i n i s t r a t i o n o f f r u c t o s e ( 2 . 5 mg/g tlol'mal limits. After three weeks the EEG had normalized, 1 . v . ) t o m i c e , t h e c o n c e n t r a t i o n o f P i d e c r e a s e d a b r u p tand he was deemed psychomotorically normal. Discontinl y , r e a c h i n g 5 0 % o f i t s c o n t r o l v a l u e a t 3 0 s e c . A s iuati0n of gluCae0n therapy resulted in a relapse, and m i l a r d e c r e a s e o f t h e l e v e l of GTP was f o u n d . The c o nit had to be resumed. After two months the amount of c e n t r a t i o n o f ATP d e c l i n e d p r o g r e s s i v e l y , down t o 112-glucagon had to be gradually increased, possibly be-113 of i t s n o r m a l v a l u e a t 2 m i n . T h e s e f i n d i n g s may cause of antibody production. A similar case of hypoe x p l a i n t h e t r a n s i e n t p u r i n e c a t a b o l i s m o b s e r v e d r n glycaemia because of glucagon deficiency, verified with t h e s e s i n c e t h e d e c r e a s e o f t h e i n h i b i t o r s r?lucagon determination, has not previously been described. becomes o f f s e t b y t h e d e p l e t i o n o f t h e a c t i v a t o r .
